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(57) Abstract 

Novel preventives and/or remedies for sepsis. The above preventives and/or remedies contain as the active ingredient tumor cytotoxic 
factor-Il (TCF-1I) and exert particularly excellent effects on sepsis caused by at least one factor selected from the group consisting of 
infectious disease, burn, operation, cancer, acquired immunological deficiency syndrome (AIDS), radiation therapy, chemotherapy and total 
parenteral nutrition (TPN). 



(57)g#J 

MlftSBB&lt^H^CTumor Cytotoxic Factor-II :TCF-IO b1r 
S{gS£ (AIDS) . (TPN) frb 



AE 




DM 




KZ 




S D 




A L 




EE 




LC 




S E 




AM 




ES 




L I 




SG 




AT 




F I 




LK 


7 V '7>* 


£ I 




A L' 


h^yr 


FR 


77^ 


LR 


!/^!!7 


SK 


*utf 7 *7 


AZ 




GA 




LS 




S L 


\y^=7 * 


B A 




GB 




LT 


y KT-T 


SN 




8 B 




GD 


fx*--)-? 


LU 




s z 




BE 




GE 




LV 


7H/>(7 


TD 




BF 




GH 




MC 




TG 




BG 




GM 


#>-\?7 


MD 




T J 




B J 




GN 




MG 




TZ 




BR 




GW 




MK 




TM 




BY 


^<^/^ — -y 


GR 


* y v-r 






TR 




C A 




HR 




ML 


•^y 


TT 




CF 




HU 


^v^f y — 


MN 




U A 




CG 




I D 


^fVK^*>7 


MR 


^-y $-T 


UG 




CH 




I E 




MW 




US 




C 1 




I L 




MX 




U2 




CM 




I N 


-OK 


NE 




VN 




CN 




I S 




NL 




YU 


a-i-^7t*7 


CR 


• y * 


I T 


w*yr 


NO 




Z A 


B77'J**fti 


cu 




J P 




NZ 




ZW 




C Y 




KE 


^7 


PL 








CZ 




KG 




PT 








DE 




KP 




RO 


A — -?—T 






OK 




KR 


*g 


RU 


D»>7 








WO 99/47155 PCT/JP99/01373 



m m m- 

&mmt, mm f mMmW^ (Tumor Cytotoxic Factor-II ; TCF-II) £ 

mm. m, &3Hk&&*£fc&m (aids), 

ffi. m^tt&^^im (aids) . fff^m. r«ifst 

3«f. KS»*. ^MtTot^c-etib^S^^ 



WO 99/47155 PCT/JP99/01373 



mm. mmmm. mm, stmm&mT, ^tm^T, >u>temmmtu, ®&%t 
^om, jfiLEt'Offiaii*«fiTU ftm&Ti/ k-->x. mmmm, ebk^jb, 

mn&n&T^mmm (aids) . mmfem. <t^m 



WO 99/47155 



3 



PCT/JP99/01373 



&m+&&mmm (tpn) ^^stia^s^sns ip;±©isi:$-^ 

<t 0 > T C F - 1 1 fc-T S iiSf^^/Xlifeii^l 

mmm (aids). (tpn) 

i) (SDS^IS) 

^MtcT : 78.000±2.000 X1474. 000±2. 000 
itjcT : 52. 000 ± 2. 000 < > K A ) 

30,000±2,000 0<>KB) 
26,000±2.000 ('<>KO 

ii) : 7.4-8.6 

*©*ffi«*T7 -f - * °^ b ? 4 - *ffl^T»«-r S^Tfe (WO 9 

0/ 1 0 6 5 . «lMiae?I?»fft (WO 9 2/ 0 1 0 5 

*56BH©W»*»t?*5TCF-IIti. k^lMIMR-9 0fi*©t» 
(O*fflV^Cli^pr«B-C*>0, X, W0 9 0/ 1 0 6 5 1 *&«KEtt3 

/sfco-cfci^o x. wo 9 2/0 i o 5 3^w~myr^ntzm^^^ 



WO 99/47155 PCT/JP99/01373 



s^ito^o/^©^ ^M©M£UTv^^k©T-fcoT&Mm^Hre£><s 

(HG F ; l&mVE 63-22526-?-). & % l^ltm MScatter Factor (S F ; 
Gherardi and Stocker, Nature, 346. 228 (1990)) tZZfr&tf ZtlZo 

^^©is^jg^c&irr a^s#offittosjs> mm^m. mm. 

— lit UT 0. 6mg-~ 600mg. 1&£ L < it 6mg~ 60mg 1 H 1 13 

mimm&**n&. % t^mar cf-i ig^is^-en-en^-r « 

g2l!l Hi^J20TCF-II©LPS»^r'JT^b7>XD^--/ 



WO 99/47155 PCT/JP99/01373 



□iig«ES#s*. * tzmtT c f - 1 ia#»**n^n*-r„ 

C^i£#J 1 D 
TCF - 1 1(0 tfS 

WO9 0/ 1 0 6 5 l^fEC^^^n/c^. SCFlIb©^ (Higashio 
.K. et al.B.B.R.C, vol.170. PP 397-404 Q990))K^ DTMa£^* U fffi 
TCF-H*»fco BP*». thiiffflIMR-90 (ATCC CCL-1 
8 6) £5 96-ff^JfiL»*#ti'DMEM#ilfcl 0 0ml £-V>ft/ca-5-tf h^C 
3xl0 «iiiU 0. 5-2®«/«-©IiI«*K'riaC$ J &<C3&<«>7HH* 

^^tt^ 0 EiWixi o 7 ii:4^fcti6-ehu^->>fa^K 

ft£5 0 0 ml HO ^ 7-1 0Brt«r#J6*^*I3iRU if 

2tf g/mlT*ofeo *F«7 50L^/>7*7>7^^- (MW 6 0 0 0 
*yh;T$3>tt) »ac«k*JUFai»U CMir77f»;nC-5 0 (7 
T ;Uvi/T*fc) . ConAt7 7 a-X (7r^*>Ttt) . MonoS*7A 

m&w 2 ) 

itfc^M&T C F - 1 1 to&M 

WO 9 2/0 1 0 5 Z^&niZffiTT^tltt&l-^^ TCF-IIitfK^^M 



WO 99/47155 PCT/JP99/01373 



fr&A.tmm&igmi'. *3SSTCF-II£&fco iI^t7;l/7 (Nam a 1 
wa) U *£*;&2 0L» o zcommM^CM--by T^y ?x 

C-50?n7h (7 r^^->Ttt) . Con-At7 7 D-xCL-6B^o 
v h (7 7 ^i/7|t) . MonoSi?7A (7 7 ^i/Ttt) £^*bfcHP 
L C ©PSfw^tg^-ff V\ ft 1 lmgOiiTCF-n^Sfco 

m&m 3 d 

TCF-IHg^JOlgii 

l*it#J 1 &0'2 dJ: Df^^tlfcT C F - IlcDIittMCSitM^^-ro 

(1) TC F -II 20/zg 
h hlfilJffT;t/:/ i > lOOmg 

_hM^^ pH6. 03©^x >mmmmz&m 2 0 m 1 chei? u 

(2) TCF-II A 0 fig 
7^->8 0 lmg 
b hJkffiTJbZf I y lOOmg 

±^&&&mttm*km-£cm7kizmm^±&&2 om 1 cm^u sii^vt 

(3) TCF-II 20/ig 
x y-T — > 8 0 2mg 
V;Ub" h— Jl 4 g 

-biaMJ&£ pH6. 03CD?x > d&JS 2 0ml Cll? U 

(4) TCF-II 40/zg 
7^->8 0 lmg 
r U *> > 2 g 



WO 99/47155 PCT/JP99/01373 



Jhf£l&J&££Jitffl£S^7j<(c&PL£:i:£2 Om 1 CWfiU ilt'^T 

(5) TCF-II 4 Q US 

7>f->8 0 lmg 
V /Hf h - )l 2 g 

r »j y is 
_hM^^a^ffl^S^7jc(C^iPb^»^2 Om 1 ciSU ilt^VT 

C6) TCF-II 20/ig 
V^t* h— & 4 g 

b h Jfiuf T 7U"7* ^ > 5 0 m g 

_LiSMj&£ pH6. 030^^- ymmmmzmm b£»£ 2 0 m 1 kms u 

^®m^-rT;UJStw 2 m 1 ^o^b/c&CD^^f^m^ttbfco 

(7) TCF-II 4 0 # g 

»; -> y 2 s 

t hifiL^T/Uy ^ y 5 Omg 

JiM^^aitm^S^7K^^b^«^2 0ml C1!S£U »S&'<>fT 
;l/3SC 2 m 1 ^o^ab^feO^^^^^itb/Co 

(8) TCF-II A 0 us 
tYMnTll-y'iy 5 Omg 

_bi£M^^ pH6. o zcDtJL ymmmm^mm l^az 2 0 m 1 fctusg u 

iIt^7;Hi:2ml -3o#z£b/c &©^Mf£^^lf b^o 
CH^J 1 ) 

fifll![M7 v h C*hT £ T C F - tIIS4« 

SD^ittt^^ h7ili$^ffi^ Pjrjfo.^f^Uti'im^CD 2 2 G £ St ifd J: £ 



WO 99/47155 PCT/JP99/01373 



lM&Mlz&Qftl&istz a. Surgical Research 29, 189-201 (1980)) 0 ffcJfiL^ 

tTCF-II«-S-^-r*TCF-IIS#^ (1 IE) cD2HC#tf\ 1 2B#fir 
ir(c5HI. »BRrtC^«feS^tiTCF-II*S-^U^o TCF-IIOS^(il 

iooo /ig/kgtu, tti€f;«t20git'©^i 

UT. TCF-IIS^^W!KCS<. TCF-IIS-^CJ; 0KAfiE7y h©£ 
CUMM 2 ) 

CF-II^S^-r-STCF-Iia-^S (6E) ©2^^ 1 2^IBirtC3 
HJ > #|Rrttcjg«E*S^ttTCF-II.*S^b^o TCF-II©a#«l@S^ 
*) 2 0 O/ig/kgtbfco LPSS42 4*n«oMKU >'<ttK*?tf** 

^W^^OScD^tT^WSCTOJ^n/co BP*>. TCF-IIt*Ifc]fiLffi©3l§&fc 
«5^?f«JT^h7>Xn^r-i/3> (Berg. R.D. : J. Med 23. 217-244 ( 
1992) ) Cl*tbT©£#^&£b<3fe#"r3- £#Sa&£ttfco 

K J: D . T C F - 1 1 t "T 5 WifRS CZ/Xli^Si^l 

(AIDS), tM«*te*. ffc¥*8u «B+*IMR#* (TPN) * 



WO 99/47 1 55 PCT/JP99/0 1 373 



WO 99/47155 PCT/JP99/01373 



1 0 



iff © m m 

1. ffiSMifel^S^CTumor Cytotoxic Factor-II ; TCF-II) %:^®)f&frt 



WO 99/47155 



PCT/JP99/01373 



100 

80 

# 60 



(%) 



40 
20 



13/15 



8/15 



13/15 



8/15 



4/15 9- 



0 6 12 13 24 30 36 



1 



9/11 



4/15 



48 



12 



P 




(n=6) 



McConky 
(n=6) 



